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THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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6) D Claim(s) is/are rejected. 
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* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Election/Restrictions 

1 . Restriction to one of the following inventions is required under 35 U.S.C. 
121: 

I. Claims 2, 5-18 and 33-35 are drawn to a method for delivering a 
ligand or ligands, to a cell, wherein the ligand is an oligonucleotide, 
classifiable in class 435, subclass 455. 



II. Claims 3, 8-18 and 33-35 are drawn to a method for delivering a 
ligand or ligands, to a cell, wherein the ligand is a peptide, 
classifiable in class 424, subclass 143.1. 

III. Claims 4, 8-18 and 33-35 are drawn to a method for delivering a 
ligand or ligands, to a cell, wherein the ligand is a fluorescent virus, 
classifiable in class 424, subclass 93.1. 

IV. Claims 20 and 23-32 are drawn to a method for releasing ligands 
from endosomes in cells at a localized site in a subject, wherein the 
ligands are fluorescent oligonucleotides, classifiable in class 435, 
subclass 455. 
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V. Claims 21 and 26-32 are drawn to a method for releasing ligands 
from endosomes in cells at a localized site in a subject, wherein the 
ligands are fluorescent peptides, classifiable in class 424, subclass 
143.1. 

VI. Claims 22 and 26-32 are drawn to a method for releasing ligands 
from endosomes in cells at a localized site in a subject, wherein the 
ligands are fluorescent viruses, classifiable in class 424, subclass 
93.1. 

VII. Claim 37 is drawn to a method of enhancing protein production at a 
localized site in a subject, classifiable in class 424, subclass 143.1. 

VIII. Claim 38 is drawn to a method of inhibiting protein production at a 
localized site in a subject, classifiable in class 435, subclass 375. 

IX. Claim 40 is drawn to a method of enhancing protein activity at a 
localized site in a subject, classifiable in class 424, subclass 143.1. 

X. Claim 41 is drawn to a method of inhibiting protein activity at a 
localized site in a subject, classifiable in class 424, subclass 143.1. 
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XI. Claim 42 is drawn to a method of treating a disorder comprising 

enhancing the availability of a ligand that provides a treatment for a 
disorder, classifiable in class 435, subclass 968. 

✓ 

2. Claim 1 link(s) inventions of groups MIL The restriction requirement 
among the linked inventions is subject to the nonallowance of the linking claim(s), 
claim 1. Claim 19 link(s) inventions of groups IV-VI. The restriction requirement 
among the linked inventions is subject to the nonallowance of the linking claim(s), 
claim 19. Claim 36 link(s) inventions of groups VII and VIII. The restriction 
requirement among the linked inventions is subject to the nonallowance of the 
linking claim(s), claim 36. Claim 37 link(s) inventions of groups IX-X. The 
restriction requirement among the linked inventions is subject to the 
nonallowance of the linking claim(s), claim 37. Upon the allowance of the linking 
claim(s), the restriction requirement as to the linked inventions shall be withdrawn 
and any claim(s) depending from or otherwise including all the limitations of the 
allowable linking claim(s) will be entitled to examination in the instant application. 
Applicant(s) are advised that if any such claim(s) depending from or including all 
the limitations of the allowable linking claim(s) is/are presented in a continuation 
or divisional application, the claims of the continuation or divisional application 
may be subject to provisional statutory and/or nonstatutory double patenting 
rejections over the claims of the instant application. Where a restriction 
requirement is withdrawn, the provisions of 35 U.S.C. 121 are no longer 
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applicable. In re Ziegler, 44 F.2d 1211, 1215, 170 USPQ 129, 131-32 (CCPA 
1971). See also MPEP § 804.01. 

3. Claims 8-18 and 33-35 are generic to groups Mil. Claims 26-32 are 
generic to groups IV-VI. These claims will be examined limited to the subject 
matter of the group elected. 

The inventions are distinct, each from the other because of the following reasons: 

4. Inventions of groups l-lll are unrelated. - Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). The invention of group I is a method of delivering an 
oligonucleotide ligand to a cell. The invention of group II is a method of 
delivering a peptide ligand to a cell. The invention of group III is a method of 
delivering a fluorescent viral ligand to a cell. In the instant case the different 
inventions are not disclosed as capable of use together and have different modes 
of operation. Methods of delivering the ligands of the claimed invention, that are 
oligonucleotides, peptides and fluorescent viruses, will comprise distinct steps, 
methodologies and materials, which demonstrates that each method has a 
different mode of operation. Each invention is a method of delivering a 
structurally and functionally divergent material to a cell and will require different 
formulations of said materials in buffers, for example, to provide either an 
oligonucleotide ligand, a peptide ligand or a fluorescent virus ligand to a cell. 
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Additionally, although groups l-lll are all drawn to methods of delivering a ligand 
or ligands to cells, the ligands encompassed by each group, that are 
oligonucleotides, peptides and fluorescent viruses, are not disclosed as having a 
common utility and do not share a substantial structural feature disclosed as 
being essential to that utility. 

Furthermore, searching the inventions of groups l-lll would impose a 
serious search burden. In the instant case, prior art searches of oligonucleotide 
ligands, peptide ligands and fluorescent virus ligands are not coextensive. 
Search of each of these inventions would require different key words of divergent 
patent and non-patent literature databases and subsequent in-depth analysis of 
unrelated prior art literature, placing a serious burden on the Office in terms of 
both search and examination of the unrelated prior art. As such, it would be 
burdensome to perform examination of the inventions of groups l-lll together. 

5. Inventions of groups IV-VI are unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have 
different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). The invention of group IV is a method for releasing 
fluorescent oligonucleotide ligands from endosomes in cells. The invention of 
group V is a method for releasing fluorescent peptide ligands from endosomes in 
cells. The invention of group VI is a method for releasing fluorescent viral 
ligands from endosomes in cells. In the instant case the different inventions are 
not disclosed as capable of use together and will have different modes of 
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operation. Methods for releasing ligands from endosomes in cells wherein said 
ligands are fluorescent oligonucleotides, fluorescent peptides or fluorescent 
viruses, all operate by releasing structurally and functionally divergent ligands 
from endosomes. Each of these methods relies on different and distinct method 
steps that target the ligand of interest to appropriate cell receptors, allowing 
uptake into endosomes and demonstrating that each method utilizes, perforce, a 
different mode of operation for each product to be taken up by a cell. 
Additionally, although groups IV-VI are all drawn to methods of releasing ligands 
into cells, the ligands encompassed by each group, that are oligonucleotides, 
peptides and fluorescent viruses, are not disclosed as having a common utility 
and do not share a substantial structural feature disclosed as being essential to 
that utility. 

Furthermore, searching the inventions of groups IV-VI would impose a 
serious search burden. In the instant case, prior art searches of oligonucleotide 
ligands, peptide ligands and fluorescent virus ligands are not coextensive. 
Search of each of these inventions would require different key words of divergent 
patent and non-patent literature databases and subsequent in-depth analysis of 
unrelated prior art literature, placing a serious burden on the Office in terms of 
both search and examination of the unrelated prior art. As such, it would be 
burdensome to perform examination of the inventions of groups IV-VI together. 

6. Inventions of groups VII and VIII unrelated. Inventions are unrelated if it 
can be shown that they are not disclosed as capable of use together and they 
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have different modes of operation, different functions, or different effects (MPEP 
§ 806.04, MPEP § 808.01). The invention of group VII is a method of enhancing 
protein production at a localized site in a subject. The invention of group VIII is a 
method of inhibiting protein production at a localized site in a subject. In the 
instant case the different inventions are not disclosed as capable of use together 
and have different effects. The effect of the invention of group VII is to enhance 
protein production at a localized site in a subject, resulting in a greater amount of 
a protein of interest being present in a specified cellular location. The effect of 
the invention of group VIII is to inhibit protein production at a localized site in a 
subject, resulting in a reduction in the amount of a protein of interest at a 
specified cellular location. 

Furthermore, searching the inventions of groups VII and VIII would impose 
a serious search burden. In the instant case, prior art searches of a method of 
enhancing protein production and a method of inhibiting protein production are 
not coextensive. Search of each of these inventions would require different key 
words of divergent patent and non-patent literature databases and subsequent 
in-depth analysis of unrelated prior art literature, placing a serious burden on the 
Office in terms of both search and examination of the unrelated prior art. As 
such, it would be burdensome to perform examination of the inventions of groups 
VII and VIII together. 

7. Inventions of groups IX and X unrelated. Inventions are unrelated if it can 
be shown that they are not disclosed as capable of use together and they have 
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different modes of operation, different functions, or different effects (MPEP § 
806.04, MPEP § 808.01). The invention of group IX is a method of enhancing 
protein activity at a localized site in a subject. The invention of group X is a 
method of inhibiting protein activity at a localized site in a subject. In the instant 
case the different inventions are not disclosed as capable of use together and 
have different effects. The effect of the invention of group IX is to enhance 
protein activity at a localized site in a subject, allowing the protein of interest 
greater activity and therefore, greater effect, in a specified cellular location. The 
effect of the invention of group X is to inhibit protein activity at a localized site in a 
subject, reducing the effect of the activity of a particular protein of interest at a 
specified cellular location. 

Furthermore, searching the inventions of groups IX and X would impose a 
serious search burden. In the instant case, prior art searches of a method of 
enhancing protein activity and a method of inhibiting protein activity are not 
coextensive. Search of each of these inventions would require different key 
words of divergent patent and non-patent literature databases and subsequent 
in-depth analysis of unrelated prior art literature, placing a serious burden on the 
Office in terms of both search and examination of the unrelated prior art. As 
such, it would be burdensome to perfomrfexamination of the inventions of groups 
IX and X together. 

8. Inventions of groups l-lll and IV-VI are unrelated. Inventions are unrelated 
if it can be shown that they are not disclosed as capable of use together and they 
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have different modes of operation, different functions, or different effects (MPEP 
§ 806.04, MPEP § 808.01). The inventions of groups Mil and IV-VI are outlined 
above. In the instant case the different inventions are not disclosed as capable of 
use together and will have different effects. The inventions of groups l-lll will 
have the effect of delivering a ligand or ligands to a cell, allowing delivery of 
compounds of the invention only to the exterior surface of a cell. The inventions 
of groups IV-VI will have the effect of releasing ligands from an endosome into a 
cell at a localized site, providing the compounds of the invention to the interior of 
the cell. 

Furthermore, for the reasons given above in regards to groups l-lll and IV- 
VI, it would be burdensome to perform examination of any of the inventions of 
groups l-lll or IV-VI together. 

9. Inventions of groups VII-VIII and IX-X are unrelated. Inventions are 
unrelated if it can be shown that they are not disclosed as capable of use 
together and they have different modes of operation, different functions, or 
different effects (MPEP § 806.04, MPEP § 808.01). The inventions of groups VII- 
VIII and IX-X are outlined above. In the instant case the different inventions are 
not disclosed as capable of use together and have different functions. The 
inventions of groups VII and VIII function to modulate protein production at a 
localized site in a subject. This function will provide differing amounts of a 
protein of interest present at a specified cellular region. The inventions of groups 
IX and X function to modulate protein activity at a localized site in a subject. This 
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function will cause changes in the effect of a particular protein of interest at a 
specified cellular region. 

Furthermore, for the reasons given above in regards to groups VII-VIII and 
IX-X it would be burdensome to perform examination of any of the inventions of 
groups VII-VIII and IX-X together. 

10. Inventions of groups l-VI and groups Vll-X are unrelated. Inventions are 
unrelated if it can be shown that they are not disclosed as capable of use 
together and they have different modes of operation, different functions, or 
different effects (MPEP § 806.04, MPEP § 808.01). The inventions of groups l-VI 
and groups Vll-X are outlined above. In the instant case the different inventions 
are not disclosed as capable of use together and have different functions. The 
function of the methods of groups l-VI is to deliver a ligand or ligands to cells and 
into cells, thereby providing a compound of the invention either to the exterior or 
the interior of a cell. The function of the methods of groups Vll-X is to modulate 
protein production or activity, thereby causing a change in the amount or effect of 
a particular protein of interest at a specified cellular location. 

Furthermore, for the reasons given above in regards to groups l-VI and 
groups Vll-X, it would be burdensome to perform examination of any of the 
inventions of groups l-VI and groups Vll-X together. 

1 1 . Inventions of groups l-X and XI are unrelated. Inventions are unrelated if 
it can be shown that they are not disclosed as capable of use together and they 
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have different modes of operation, different functions, or different effects (MPEP 
§ 806.04, MPEP § 808.01). The inventions of groups l-X are outlined previously 
in this action. The invention of group XI is drawn to a method of treatment. In 
the instant case, the inventions of groups l-X and XI are not disclosed as capable 
of use together and have different functions. The function of a method of 
treatment is to provide a treatment for a disorder as claimed. The function of 
inventions that are methods of delivering a ligand or ligands to a cell (groups l-lll) 
is to deliver ligands to a cell for any purpose, including for example, a detection 
assay of particular cell surface receptors. The function of releasing ligands from 
endosomes in cells at a localized site in a subject (groups IV-VI) is to release 
ligands into a cell for any purpose, including for example, an in situ hybridization 
assay for the detection of protein or mRNA expression. Methods of enhancing 
or inhibiting protein production at a localized site in a subject (groups VII and VIII 
respectively) function to either enhance or inhibit the production of a particular 
protein and methods of enhancing or inhibiting protein activity at a localized site 
in a subject (groups l-IV) function to enhance or inhibit protein activity. Either of 
the later can function as an assay for increases in particular protein production in 
response to applied stimuli. 

Furthermore, for the reasons given above in regards to groups l-X, it 
would be burdensome to perform examination of any of the inventions of groups 
l-X together with the invention of group XI, particularly when considering that the 
search of a method of treatment would require additional key word searching and 
in-depth analysis of prior art for distinct steps related only to treatments. 
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1 2. Because all of the inventions set forth in this restriction requirement are 
patentably distinct for the reasons given above, have acquired a separate status 
in the art as shown by their different classification and would require divergent 
and burdensome searches and examination of prior art literature using different 
key words and literature databases, followed by subsequent in-depth analysis of 
said searches, placing an undue administrative burden on the examiner, 
restriction for examination purposes as indicated is proper. 

13. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Jon B. Ashen whose telephone number is 
571-272-2913. The examiner can normally be reached on 7:30 am - 4:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, John LeGuyader can be reached on 571-272-0670. The 
fax phone number for the organization where this application or proceeding is 
assigned is 703-872-9306. 

Any inquiry of a general nature or relating to the status of this application 
or proceeding should be directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images 
that can be viewed in the Patent Application Information Retrieval system (PAIR) 
can now contact the USPTO's Patent Electronic Business Center (Patent EBC) 
for assistance. Representatives are available to answer your questions daily 
from 6 am to midnight (EST). The toll free number is (866) 217-9197. When 
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calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the 
specific nature of the problem. The Patent Electronic Business Center will notify 
applicants of the resolution of the problem within 5-7 business days. Applicants 
can also check PAIR to confirm that the problem has been corrected. The 
USPTO's Patent Electronic Business Center is a complete service center 
supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history 
information. It also enables applicants to view the scanned images of their own 
application file folder(s) as well as general patent information available to the 
public. For all other customer support, please call the USPTO Call Center (UCC) 
at 800-786-9199. 
Jba 

Jon B. Ashen 
Examiner 
Art Unit 1635 
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